Claims 



1 A method for the detection of an increased or 
decreased disease risK and/or mortality risK and,o, : an in- 
creased or decreased sensitivity to a method of therapy or 
their side effects, characterized in that after taking a 
blood or a tissue sample, respectively, said blood or tissue, 
respectively, is examined for the presence of a polymorphs 
"at least one sterol relator element binding 
(SHBBP, wherein the presence of a polymorphism is determined 
at amino acid and/or nucleic acid level. 

2 The method of claim 1, characterized in that 
said SREBP is' selected from the group comprising SRSBP-1 and 
SREBP-2. ^ accor ding to claim 1 or 2, charac- 

terized in th\said polymorphism leads an increased or de- 
creased activation of genes of the lipid metabolism, in par- 
ticular of the choiesterol metabolism. 

4 The method of claim 3, characterized in that 
said polymorphism leads to an increased or greased plasma 
concentration of at least one lipid, in particular choles 
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acterized in thaXthe presence of a polymorphism is deter- 
mined at nucleic icid level. 

6 The method of claim 5, characterized in that 

said polymorphism shows a recognition site for a <*«""■«• 
site lying within said polymorphism and that the examination 
is done using said recognition sequence. 

7 The method of claim 6, characterized in that 
said recognition sequence is a recognition sequence for x» I 
cr ip I i - e GAP—TC or CCGG, wherein N can be any nucleo- 
tide . 
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8. The method of claim 7, characterized in that 
the examination is done using a SREBP sequence or a SREBP 
partial sequence comprising a nucleic acid sequence selected 
from the group of the following sequences, optionally to- 
gather with further nucleic acids of the natural vicinity of 
the corresponding sequence: 

SREBP-1, exon 18c (Seq. Id. No. 3): 
GCACCTAGGGAAAGGCTTC 

SREBP-2, exon 10 (Seq. Id. No. 7): 

CTGCTGCCGGCAACCTACA 

9. The method of claim 6, characterized in that 
the examination is done using a SREBP sequence or a SREBP 
partial sequence comprising the following nucleic acid se- 
quence, optionally together with further nucleic acids of the 
natural vicinity of said sequence: 

SREBP-2, exon 6: CTGAAGAAG 

10 The method of 1 any one of claims 1 to 4 , char- 
acterized in that the detection of the presence of a polymor- 
phism is done at amino acid 1< 

11 Method of any V>ne of claims 1 to 9 , charac- 
terized in that after taking bVood or a tissue sample, re- 
spectively, and DNA extraction at least a fragment of a SREBP 
exon comprising a polymorphism Is amplified using two oligo- 
nucleotide sequences wherein said polymorphism is character- 
istic for an increased or decreased activation of genes of 
the lipid metabolism, in particular cholesterol metabolism, 
and that the product of said amplification is subjected to a 
digestion with a suitable restriction enzyme or a denatura- 
tion and that the digestion products or denaturation prod- 
ucts, respectively, are separate^ electrophoretically . 

12. The method of claU 10 or 11, characterized 

, . • ^u-jArfpri stic for an increased 
in that said polymorphism is characteristic 

or decreased risk for hypercholesterolemia in humans. 
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13 The method of claim 11 or 12, characterized 
in that at least one of said oligonucleotide sequences rs lo- 
oted in the intron regionUich is adjacent to the exon 
where said polymorphism exikts. 

14 The method If any one of clarms 11 to 13, 
characterized in that said Oligonucleotide sequences are se- 
lected from the following plirs or from sequences wh.ch hy- 
bridize to said pairs under Wringent conditions: 

S1.18CF (Seq- Id\ No. 9): 
5 < -TTATTTATAATCTGGGTTTTGTGTC \ 3 ' and 



S1.18CR (Seq. Id.\No. 10): 



No. 11): 



5 < -GGGAAGAGCTAAGTTAAAAGTTGTG-13 ' or 

EcoR I.S1.18CF (Sfeq. Io . 
5 ._ CGGAATTCTGAAATTATTTATAATCjTGGGTTTTGTGTC -3' and 

ECOR I.S1.18CR (S4q. Id. No. 12): 
5 < - CGGAATTCATCGGGGAAGAGCTAAGTTAAAAGTTGTG < or 

S2.10P.F (Seq. IdlNo. 13): 
5 ' -GCCAGTGACCATTAACACCTTTTGA- 3 ' and 

S2.10P.R- (Seq. l4- No. 14): 
5 < -TCGTCTTCAAAGCCTGCCTCAGTGGCDGGC- 3 ' or 

BcoRI S2.10F (Seq. I Id- No. 15): 



5 • -CGGAATTCGCCAGTGACCATTAACACCjrTTTGA- 3 • and 
_~ .. n-o icor, Tri . No. 16) : 



Id. No. 16) : 
1CAGCT-3 ' 
d . No . 17 ) : 
:TCATC-3 " 
d. No. 18) : 



EcoRI S2.10R (Seq. 
5 - -CGGAATTCTGCAGCAAGCCAGTCATCi 

EcoRI S2.6F (Seq. 
5 • - CGGAATTCTGGTCTC ACTGTGTTTTCi 
EcoRI S2.6R (Seq. 

5 ■ -cggaattcgccagggctgacaagccttWctca-3 • . 

15 The method of iny one of claims 1 to 14, 
ch aracterized in that said polLorphism has heer > ^ected hy 
amplification and analysis of \ SREBP sequence o ™st 

of said sequence of interest 



comparison of the exon regions 

• „ i-v«p tvBC of sequence of tne corre 
to the exon regions of the type. 



sponging SREBP which is most often found in a population and 
examination of the sequences with found differences for dys- 
function . 

16. The method of claim 15, characterized in that 
the differences lead to a different amino acid and/or in par- 
ticular to an recognition site for a restriction enzyme. 

17. Usfe of a method of any one of claims 1 to 16 
for the detection If an increased or reduced risk for hyper- 
cholesterolemia and/or Alzheimer's disease. 

18. Us J of a method of any one of claims 11 to 16 
for the detection 1 an increased or decreased risk for the 
occurrence of side kffects associated with HIV therapy, in 
particular the therkpy with protease inhibitors. 

19. Uselof a method of any one of claims 1 to 16 
for an increased or ^decreased mortality risk. 

20. DNA and/or RNA chip characterized in that 
said chip comprises at least one polymorphism in a SREBP, in 
particular in SREBP-1 and/or SREBP-2 . 



21. DNA and/oi 
in that said polymorphism 
SREBP-2 as defined in cla: 

22. DNA and/oi 
prising said polymorphism 



RNA chip of claim 20 characterized 
is a polymorphism in SREBP-1 and/ or 
ms 3,4 6, 7, 8 and 9. 
RNA chip of claim 2 0 or 21 corn- 
in presence of other polymorphisms 



J~s ■* i_ ^ — — J- — — 

which are diagnostic for the risk assessment of hypercholes- 



terolemia and/or Alzheimer 



23 



claims 3, 4, 6, 7, 8 and 9 



' s disease 



Use of a polymorphism as defined in one of 



or of a chip of one of claims 20 
to 22 as marker for the determination of an increased or re- 
duced risk for the outbreajc of a disease. 

24. Use of claim 23, characterized in that said 
disease is selected from hypercholesterolemia and Alzheimer's 
disease . 
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25. Use of a\polymorphism as defined in one of 
claims 3, 4, 6, 7, 8 and\9 or a chip of one of claims 20 to 
22 for the determination hf an increased or reduced risk for 
the occurrence of side efiects associated with HIV therapy, 
in particular the therapy With protease inhibitors. 

26. Use of a polymorphism as defined in one of 
claims 3, 4, 6, 7, 8 and 9 1 or a chip of one of claims 20 to 
22 for the determination o\ a reduced mortality risk. 

27 . Use of a pollymorphism as defined in one of 
claims 3, 4, 6, 7, 8 and 9 or a chip of one of claims 20 to 
22 for the evaluation of a method of treatment for a disease 
selected from the group coir prising hypercholesterolemia, Alz- 



heimer's disease and HIV or 



for drug screening. 

28. Polymorphism characteristic for an increased 
or reduced risk for hypercholesterolemia in humans character- 
ized in that said polymorphism occurs in a sterol regulator 
element binding protein (SREBP) . 

29. Polymorphism of claim 28, characterized in 
that said polymorphism occurs in the SREBP-1 or SREBP- 2 . 

30. Polymorphism of claim 29, characterized in 
that said polymorphism shows a recognition site for XmnI or 
Mspl i.e. GAANNNNTTC or CCGG wherein N can be any nucleotide. 

31. Polymorphism of claim 30, characterized in 
that said polymorphism comprises the following sequences: 

SREBP-1, exon 18c (Seq. Id. No. 3) : 
GCACCTAGGGAAAGGCTTC 

SREBP-2, exon 10 (Seq. Id. No. 7): 
CTGCTGCCGGCAACCTACA 
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